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(57) Abstract 

This invention relates to pharmaceutical combinations of atorvastatin or a pharmaceutically acceptable salt thereof and antihypertensive 
agents, kits containing such combinations and methods of using such combinations to treat subjects suffering from angina pectoris, 
atherosclerosis, combined hypertension and hyperlipidemia and to treat subjects presenting with symptoms of cardiac risk, includmg 
humans. This invention also relates to additive and synergistic combinations of aton^astatin or a pharmaceutically acceptable salt thereof and 
antihypertensive agents whereby those synergistic combinations are useful in treating subjects suffering from angina pectoris, atherosclerosis, 
combined hypertension and hyperlipidemia and those subjects presenting with symptoms of cardiac risk, including humans. 
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COMBINATION THERAPY COMPRISING ATORVASTATIN AND AN ANTIHYPERTENSIVE AGENT 
This invention relates to phannaceutical combinations of atorvastatin or a 
phanmaceutically acoeptatile salt thereof and antihypertensive agents, kits containing 
such comtxnations and mettKxJs of using such comtunaBons to treat sufctfeds 
5 suffering from angina pectoris, atherosclerosis, comt)ined hypertension and 
hyperiipidemia and to treat subjects presenting with symptoms of cardiac risk, 
induding humans. This invention also relates to additive and synergistic 
combinations of atonmstatin or a phannaceutically acoepteble salt thereof and 
antihypertensive agents whereby those additive and synergistic combinations are 
10 useful in treating subjects suffering from angina pectoris, atherosderosis, combined 
hypertension and hyperiipidemia and those subjeds presenting with symptoms or 
signs of cardiac risk, induding humans. 

BACKgRQUNP OF THE INVENT I ON 
The conversion of 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA) to 
15 mevalonate is an eariy and rate-limiting step in the choiesterd biosynthetic pathway. 
This step is catalyzed by the enzyme HMG-CoA reductase. Statins inhibit HMG-CoA 
reducatese from catalyzing this conversion. As such, statins are collectively potent 
lipid lowering agents. 

Aton/astatin caldum, disciosed in U.S. Patent No. 5,273,995, which is 
20 incorporated herein by reference, is currently sold as Upitor^ and has the formula 




25 



Aton^astetin caldum is a selective, competive inhibitor of MG-CoA As such, 
atonrastatin caldum is a potent lipid kywering compound. The free carboxyiic add 
fbnm of atorvastetin e)dste predominantly as the ladone of the formula: 
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and is disclosed in U.S. Patent No. 4,681,893, which is incorporated herein by 
reference. 

Several classes of compounds are known to have activity as antihypertensive 
5 agents. These include calcium channel blockers. ACE inhibitors, A-ll antagonists, 
diuretics, beta-adrenergic receptor blockers, vasodilators and alpha-adrenergic 
receptor blockers. 

Atherosclerosis is a condition characterized by in'egularly distributed lipid 
deposits in the intima of arteries, including coronary, carotid and peripheral arteries. 

10 Atherosclerotic coronary heart disease (hereinafter termed "CHD") accounts for 53% 
of all deaths attributable to a cardiovascular event CHD accounts for neariy one-half 
(about $50-60 billion) of the total U.S. cardiovascular healthcare expenditures and 
about 6% of the overall national medical bill each year. Despite attempts to modify 
secondary risk factors such as, inter alia, smoking, obesity and lack of exercise, and 

15 treatment of dyslipidemia with dietary modificatkHi and drug therapy, CHD remains 
the most common cause of death in the United States. 

High levels of blood cholesterol and blood lipids are conditions involved in the 
onset of atherosclerosis. It is well known that inhBMtors of 3-hydroxy-3-methylglutaryl- 
coenzyme A reductase (HMG-CoA reductase) are effective in lowering the level of 

20 blood plasma cholesterol, especially low density lipoprotein cholesterol (LDL-C), in 
man (Brown and Goldstein, New England Journal of Medicine, 1981, 305, No. 9, SIS- 
SIT). It h^s now been established that lowering LDL-C levels affords protecfion from 
coronary heart disease (see, e.g.. The Scandinavian Simvastatin Sunoval Study 
Group: Randomised trial of cholesterol lowering in 4444 patients with coronary heart 

25 disease: the Scandinavian Simvastatin Sunnval Study (4S), Lancet, 1994, 344, 1383- 
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89; and Shepherd. J. et al.. Prevention of coronary heart disease with pravastatin in 
men with hypercholesterolemia. New England Journal of Medicine. 1995. 333. 1301- 
07). 

Angina pectoris is a severe constricting pain in the chest, often radiating from 

5 the precordium to the left shoulder and down the left anm. Often angina pectoris is 
due to ischemia of the heart and is usually caused by coronary disease. 

Cun^ntly the treatment of symptomatic angina pectoris varies significantly 
from country to country. In the U.S., patients who present with symptomatic, stable 
angina pectoris are frequently treated with surgical procedures or PTCA. Patients 

10 who undergo PTCA or other surgical procedures designed to treat angina pectoris 
frequently experience complications such as restenosis. This restenosis may be 
manifested either as a short tenm proliferative response to angioplasty-induced 
trauma or as long term progression of the atherosclerotic process in both graft 
vessels and angioplastied segments. 

1 5 The symptomatic management of angina pectoris involves the use of a 

number of dmgs, frequently as a combination of two or more of the following classes: 
beta blockers, nitrates and calcium channel blockers. Most, if not all. of these patients 
require therapy with a Gpid lowering agent as well. The National Cholesterol 
Education Program (NCEP) recognces patients with existing coronary artery disease 

20 as a special dass requiring aggressive management of raised LDL-C. 

Amiodipine helps to prevent myocarcGal ischemia in patients with exertional 
angina pectoris by reducing Total Peripheral Resistance, or afterioad, which reduces 
the rate pressure product and thus myocardial oxygen demand at any particular level 
of exercise. In patients with vasospastic angina pectoris, amiodipine has been 

25 demonstrated to block constriction and thus restore myocardial oxygen supply. 

Further, amiodipine has been shown to increase myocardial oxygen supply by dilating 
the coronary arteries. 

Hypertension firequentiy coexists with hyperiipidemia and both are considered 
to be major risk factors for developing cardiac disease ultimately resulting in adverse 

30 cardiac events. This clustering of risk factors is potentially due to a common 

mechanism. Further, patient compliance witti ihe management of hypertension is 
generally better than patient compliance with hyperiipkiemia. It would therefore be 
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advantageous for patients to have a single therapy which treats both of these 
conditions. 

Coronary heart disease is a multifactorial disease In which the incidence and 
severity are affected by the lipid profile, the presence of diabetes and the sex of the 

5 subject Incidence Is also affected by smoking and left ventricular hypertrophy which 
is secondary to hypertension. To meaningfully reduce the risk of coronary heart 
disease, it Is important to manage the entire risk spectrum. For example, 
hypertension inteiventlon trials have failed to demonstrate full nonnanzation in 
carxliovascular mortality due to coronary heart disease. Treatment with cholesterol 

10 synthesis inhlbftors In patients with and without coronary artery disease reduces the 

risk of cardiovascular mort)kli^ and mortality. 

The Framingham Heart Study, an ongoing prospective study of adult men and 
women, has shown that certain risk factors can be used to predfct the devetopment of 
coronaiy heart disease, (see Wilson et al., Am. J. Cardiol. 1987. 59(14):91G-94G). 
1 5 These factors indude age, gender, total cholesterol level, high density lipoprotein 
(HDL) level, systolic btood pressure, cigarette smoking, glucose intolerance and 
cardiac enlargement (left ventricular hypertrophy on etedrocardiogram, 
echocardiogram or enlarged heart on chest X-ray). Calculators and computers can 
easily be programmed using a multivariate logistic function that allows calculation of 
20 the conditional probabiWy of cardiovascular events. These detemiinations, based on 
experience with 5,209 men and women participating In the Framingham study, 
estimate coronary artery disease risk over variable periods of foHow-up. Modeled 
incidence rates range from less than 1% to greater than 80% over an artJitrarily 
selected six year "mtenml. However, these rates are typically less than 10% and 
25 rarely exceed 46% in men and 25% in women. 

Kramsch et al.. Journal of Human Hypertension (1995) (Suppl. 1). 53-59 
discloses the use of calcium channel bk)ckers. Including amiodipine, to treat 
atherosderosis. That reference ftirther suggests that atherosclerosis can be treated 
with a comblnatwn of amiodipine and a lipid kjwering agent Human trials have shown 
30 that calcium channel blockers have beneficial effects In ttie treatment of earty 

atherosclerotic lesions, (see, e.g.. UchUen, P.a et al.. Retardation of angiographic 
progression o coronary artery disease by nifedipine. Lancet 1990, 335, 1 1 09-1 3; and 
Waters. D. et al.. A controlled dintoal trial to assess the effect of a calcium channel 
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blocker on the progression of coronary atherosclerosis. Circulation. 1990. 82. 1940- 
53.) U.S. 4,681 .893 discloses that certain statins, including atonraistatin, are 
hypoTipidemic agents and as such are useful in treating atherosclerosis. Jutema et 
al., Circulation. 1995 (Suppl. 1). 1-197disclose that there is evidence that calcium 
5 chanr»l blockers act synergisticaBy in combination with lipid lowering agents (e.g.. 
HMG-CoA reductase Inhibitors), specifically pravastatin. Orekhov et al., 
Cardiovascular Drugs and Therapy. 1997. 11, 350 disclose the use of amiodipine in 
combinatbn with lovastatin for the treatment of atherosclerosis. 
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Ri IMMARY OF TH g IhA/ENTION 
This invention is directed to a phamriaceutical composition, hereinafter ternied 
"Composition A', comprising: 

a. an amount of atorvastatin or a phannaceuticaliy acceptable salt 

5 thereof 

b. an amount of an antihypertensive agent or a pharmaceutically 

acceptable salt thereof; and 

a a phannaceuScally acceptable earner or diluent; 

provided that said antihypertensive agent is not amiodipine or a phannaceuticaliy 

1 0 acceptable add addition saft thereof. 

This invention is particulariy directed to a pharmaceutical composition, 
hereinafter termed "Composition AA" of Composition A wherein said antihypertensive 
agent is a calcium channel blocker, an ACE inhibitor, an A-ll antagonist, a diuretic, a 
beta-adrenergic receptor blocker, a vasodilator or an alpha-adrenergic receptor 

15 blocker. 

This invention is more particularly directed to a phamiaceutical composition, 
hereinafter teniied "Composition AB", of Composition AA comprising the hemicaldum 
saitof aton/astatin. 

This invention is still more particulariy directed to a pharmaceutical 
20 composition, hereinafter temied "Composition AC", of Composition AB wherein said 
antihypertensive agent is a cateium channel blocker, sakl caldum channel blocker 
being verapamil, dittiazem mibefiradil, isredipine. laddipine, nicardipine, nifedipine, 
nimodipine, nisokiipine, nitrendipine orfelodipine. 

This invention is still more particulariy directed to a phannaceutical 
25 composition of composition AC wherein said cak^um channel blocker is felodipine or 
nifedipine. 

This invention is also more particulariy directed to a pharmaceutical 
composition of Composition AB wherein said antihypertensive agent is an ACE 
inhibitor, said ACE inhibitor being benazepril, captopril, enalapril, fosinopril, lisinopril, 
30 perindopril. ^quinapril or trandolapril. 

This invention is also more particulariy directed to a pharmaceutical 
composition of Composition AB wherein sakl antihypertensive agent is an A-ll 
antagonist, saM A-ll antagonist being losartan, irt)esartan or valsartan. 
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This invention is also more particulariy directed to a pharmaceutical 
composition of Composition AB wherein said antihypertensive agent is a diuretic, said 
diuretic being amaoride or bendroflumethiazide. 

This invention is also more particularly directed to a pharmaceutical 

5 composition of Composition AB wherein said antihypertensive agent is a beta- 
adrenergic receptor blocker, said beta-adrenergic receptor Uocker being carvedild. 

This nwention is also more particularty directed to a phanriaoeutical 
compostion of Composition AB wher^n said antihypertensive agent is an alpha- 
adrenergic receptor blodcer. said alpha-adrenergic receptor bloci«r being doxazosin. 

1 0 prazosin or trimazosin. 

This inverttion is also directed to a first phannaceutical composition, 
hereinafter tenned "Composition B", for use with a second phannaceutical 
composition for achieving a tiierapeutic effect in a mammal in need tiiereof. whidi 
effect is greater than the sum of the therapeutic effect achieved by administering said 

15 firet and second pharmaceutical compositions separately and which second 
phannaceutical composition comprises an amount of atorvastatin or a 
phannaceutically acceptable salt thereof and a phannaceutically acceptable carrier or 
diluent, said first phannaceutical composition comprising an amount of an 
antipirypertensive agent or a pharmaceutically acceptable salt thereof and a 

20 phanmiceuticaliy acceptable earner or diluent; pro\flded that said antihypertensive 
agent is not amiodipine or a pharmaceutically acceptable add addition salt thereof. 

This invention is particulariy directed to a phannaceutical composition, 
hereinafter termed "Composition BA", of Composition B wherein said 
antihypertensive agent is a caidum channel blocker, an ACE inhibitor, an A-ll 

25 antagonist, a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 
receptor bk)cker. 

This invention is more partteuiarty directed to a phannaceutical composition, 
hereinafter termed "Composition BB". of Composition BA wherein said second 
phamtaoeuticai composition comprises the hemicakaum salt of atonraistatin. 
30 This invention is still more particularty directed to a phamnaoeutical 

composition, hereinafter tenned 'Composition BC". of Compostion BB wherein said 
antihypertensive agent is a caidum channel blocker. sakJ caidum channel btocker 
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being verapamil, diftiazem. mibefradil, isradipine, laddiplne. racardqiine, nifedipine, 
nimodipine, nisoldipine. nitrendipine orfelodipine. 

This invention is still more particulary directed to a phamiaceutical 
composition of Composition BC wtierein said calcium channel blocker is felodipine or 
5 nifedipbie. 

This invention is still more particularly directed to a pharmaceuticai 
composition of Composition BB wherein said antihypertensive agent is an ACE 
inhibftor, said ACE inhibitor being benazepril, captopril. enalapnl, fosinopiil. fisinopra. 
perindopril, quinapril ortrandolapril. 
i 0 This invention is stiil more particulariy directed to a pharmaceutical 

composition of Composition BB wherein said antihypertensive agent is an A-ll 
antagonist, said A-ll antagonist being losartan, irtjesartan or valsartan. 

This invention is also more particularly directed to a phamiaceutical 
composition of Composition BB wherein said antihypertensive agent is a diuretic, said 
1 5 diuretic being amiloride or bendrofiumethiaade. 

This invention is also more particularly directed to a phanmaceutical 
composition of Composition BB wherein said antihypertensive agent is a beta- 
adrenergic receptor blocker, said beta-adreneigto receptor bk}cker being can/edilol. 
This hvention is also more particularly directed to a phamiaceutical 
20 composition of Composition BB wherein sakl antihypertensive agent is an alpha- 
adren«gic receptor t^ocker, sakl aipha-adrenergic receptor blocker being d<»(azosin, 
prazoan ortiimazosin. 

This invention is also directed to a first pharmaceutical composition, 
hereinafter termed 'Composition C^. for use witti a second phamiaceutical 
25 compositicm for achieving a therapeutic effect in a mammal in need tiiereof. wNch 
effect is greater than the sum of the therapeutic effect achieved by administering said 
first and second phannaoeutical compositions separately and which second 
pharmaceutical composition comprises an amount of an antihypertensive agent or a 
phannaceutically acceptable salt tiiereof and a phannaceutically acceptable earner or 
30 diluent, sakl first pharmaceutical composition comprising an amount of aton/astatin 
agent or a pharmaceutically acceptable salt thereof and a phamfiaceutically 
acceptable carrier or diluent; provided tiiat said antihypertensive agent is not 
amkxiipine or a pharmaceutically acceptable add addition salt thereof. 
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TWs Invention is paiticulariy directed to a phannaceutical composition, 
hereinafter termed •Composition CA". of Composition C wherein said 
antihypertensive agent Is a calcium channel blocker, an ACE inhibitor, an Aril 
antagonist, a diuretic, a beta^drenergic receptor blocker or an alpha-adrenergfc 

5 receptor blocker. 

This invention is more particularly directed to a phamraceutical composition, 
hereinafter temied 'Composition CB', of Compositton CA comprising the hemicaldum 

salt of atonrastatin. 

This invention is still more particularly directed to a phannaceutical 
10 composition hereinafter temied "Composition CO", of Composition CB wherein sakJ 
antihypertensive agent is a cateium channel blocker, said calcium channel blocker 
being verapamB. diltiazem, mibefradil. isradipine. laddipine. nicardipine, nifedipine, 
nlmodipine, nisoldipine, nitrendipine orfekxJiplne. 

This invention is stffl more particularly directed to a phannaceutical 
15 composition of Composition CC wherein said calcium channel blocker is felodipine or 
nifedipine. 

This invention is also more particulariy directed to a phannaceutical 
composition of Composition CB ¥vherein said antihypertensive agent is an ACE 
inhibitor, sakf ACE inhibitor being benazepril, captopril. enalapril. fbsinopril. lisinopril. 
20 perindopnl. quinapril or tranddapril. 

TWs inventfon is also more partkxjiarty directed to a phannaceutical 
compositton of Composition CB wherein said antihypertensive agent is an A-ll 
antagonist, said A-ll antagonist being tosartan, irt)esartan or valsartan. 

This invention is also more particulariy directed to a pharmaceutical 
25 composition of Composition CB wherein said antihypertensive agent is a diuretic, said 
diuretic being amiloride or bendroflumetiiiazide. 

This invention is still more particulariy directed to a phannaceutical 
composition of Composition CB wherein said antihypertensive agent is a beta- 
adrenergic receptor blocker, said beta-adrenergic receptor blocker being can/edUol. 
30 This invention is still more particulariy directed to a phannaceutical 

composition of Composition CB wherein said antihypertensive agent is an alpha- 
adreneigic receptor blocker. saW alpha-adrenergic receptor blocker being doxazosin, 
piazosni ortrimazoan. 
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This invention is also particularly directed to a phanmaoeutical composition of 
Composition B wherein said therapeutic effect is antianginal; antiatherosclerotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management. 
This invention is particularly directed to a pharmaceutical composition of 

5 Composition BB wherein said therapeutic effect is antianginal; antiatherosclerotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management 

This invention is also particularly directed to a phamiaceutical composition of 
Composition C wherein said therapeutic effect is antianginal; antiatherosclerotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management 

10 This invention Is also particularty directed to a phamiaceutical composition of 

Composition CB wherein said therapeutic effect is antianginal; antiatherosclerotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management 

This invention is also directed to a first pharmaceutical composition, 
hereinafter termed "Composition D", for use with a second pharmaceutical 

15 composition for achieving a therapeutic effect in a mammal in need thereof, which 
effect is greater than the therapeutic effect achieved by administering said first or 
second phannaceutical compositions separately and which second pharmaceutical 
composition comprises an amount of aton^astatin or a phamiaceutically acceptable 
salt thereof and a phamiaceutically acceptable canier or diluent said first 

20 pharmaceutic^ composition comprising an amount of an antihypertensive agent or a 
phamiaceuticadly acceptable salt thereof and a pharmaceutically acceptable canier or 
diluent provkJed that said antihypertensive agent is not amiodipine or a 
pharmaceutically acceptable add addition salt thereof. 

This invention is particulariy directed to a pharmaceutical composition, 

25 hereinafter termed "Composition DA", of Composition D wherein said 

antihyp)ertensfve agent is a calcium channel blocker, an ACE inhibitor, an A-ll 
antagonist a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 
receptor blocker 

This invention is more particularty directed to a pharmaceutical composition, 
30 hereinaftertermed 'Composition DB", of Composition DA wherein said second 
phanmaceutical composition comprises the hemicaldum salt of atorvastatin. 
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This invention is also particularly directed to a phamiaceuticai composition of 
Composition D wherein said therapeutic effect is antianginal; antiatherosclerotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management 

This Invention is also directed to a phannaceutical composition of 

5 Composifion DB wherein said therapeutic effect is antianginal; antiatherosclerotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management 

This invention is also directed to a first phanmaoeutical composition, 
hereinafter termed "Compo^on E", for use with a second phamnaceutical 
composition for achieving a therapeufic effect in a mammal in need thereof, which 

10 effect is greater than the therapeutic effect achieved by administering said first or 
second phamnaoeuScal compositions separately and which second phamnaceutical 
composition comprises an amount of an antihypertensive agent or a pharmaceuticaily 
acceptable saK thereof and a phannaceutically acceptable carrier or diluent, said first 
pharmaceutical composition comprising an amourtt of atorvastatin or a 

1 5 pharmaceuticaily acceptable salt thereof and a pharmaceuticaily acceptable carrier or 
diluent, provided that said antihypertensive agent is not amiodipine or a 
phanmaceuticaity acceptable add addition salt thaeol 

This invention is particulariy directed to a pharmaceutical composition, 
hereinafter termed "Composition EA", of Composition E wherein said 

20 antihypertensive agent is a caldum channel blocker, an ACE inhitutor, an A-ll 
antagonist, a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 
receptor blocker. 

This invention is more parGcularty directed to a pharmaceutical composition, 
hereinafter ternied "Composition EB', of Composition EA comprising the henrucaldum 
25 satt of atorvastatin. 

This invention is also particulariy directed to a pharmaceutical composition of 
Composition E wherein said therapeutic effect is antianginal; antiatherosderotic; 
anfihypertensive and hypolipidemic; or is effective for cardiac risk management 

This invention is also particulariy directed to a phamnaceutical composition of 
30 Composition EB wlierein sakl therapeutic effect is antianginal; antiatiierosderotic; 
antihypertensive and hypolipidemic; or is effective for cardiac risk management. 

This invention is also directed to a kit, hereinafter tenned 'Kit A", for achieving 
a therapeutic effect in a mammal comprising: 
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a. an amount of atorvastatin or a phamiaceutically acceptable 
salt thereof and a phamiaceutically acceptable carrier or dfluent in a first unit dosage 
fonn; 

b. an amount of an antihypertensive agent or a phamnaceutically 
5 acceptable salt thereof and a phamtaceutlcally acceptable canier or diluent in a 

second unit dosage fomri; and 

c. contains means for containing said first and second dosage 
fonns, provided that said antihypertensive agent is not amlodipine or a 
pharmaceutically acceptable add addition salt ttiereof. 

-JO This invention is particularly directed to a kit, hereinafter termed "Kit AA", of 

Kit A comprising the hemicaldum salt of atorvastatin. 

This invention is more particularly directed to a kit, hereinafter termed "Kit 
AB% of Kit AA wherein saW antihypertensive agent is a calcium channel blocker , an 
ACE Inhibitor, an A-ll antagonist a diuretic, a beta-adrenergic receptor blocker or an 
15 alpha-adrenergic receptor blocker. 

This invention is still more particularly directed to a kit of Kit AB wherein said 
therapeutic effect is antianginal; antiattierosderotic; antihypertensive and 
hypolipklemic; or is effective for cardiac risk management 

This invention is also directed to a mettiod. hereinafter termed "Mettiod A\ for 
20 treating a mammal in need of therapeutic treatment comprising administering to said 
mammal 

(a) an amount of a first compound, said first compound being 
atorvastatin or a phamnaceutically acceptable salt thereof; and 

(b) an amount of a second compound, said second compound being 
25 an antihypertensive agent or a pharmaceutically acceptable salt thereof; 

wherein said first compound and said second compound are each optionally and 
independentiy administered togettier witii a pharmaceutically acceptable canier or 
diluent, provided ttiat saW antihypertensive agent is not amlodipine or a 
pharmaceutically acceptable add addition salt ttiereof . 
30 This invention is particulariy directed to a method, hereinafter tenned "Method 

AA", of Mettiod A comprising the hemicaldum salt of atorvastatin. 

This inverrtion is more particulariy directed to a method, hereinafter termed 
'Mettiod AB', of Mettiod AA wherein sad antihypertensive agent is a caldum channel 
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blocker. an ACE InWbitor, an A-ll antagonist, a diuretic, a beta-adrenergic receptor 
blocker, or an alpha-adreneigic receptor blocker. 

This invention is also particularly directed to a method, hereinafter tenned 
'Method AC. of Method A wherein said first compound and said second compound 
5 are administered sequentially in either order. 

This inventton is also particularly directed to a metiwd. hereinafter tenned 
'Method AD", of Method A wherein saki first compound and said second compound 
are administered simultaneously. 

This invention is still more particularly directed to a method, hereinafter 
10 tenned 'Method AE*, of Method AB wherein said first compound and said second 
compopund are administered sequentially in either order. 

This invention is still more particularly directed to a method, hereinafter 
tenned "Mettiod AF, of Method AB wherein said first compound and said second 
compound are administered simultaneously. 
15 This invention is also particularly directed to a method of Method A wherein 

said therapeutic treabnent comprises antihypertensive and antihyperiipidemic 
treatment 

This invention is also particularly directed to a method of Method AE wherein 
said therapeutic treatment comprises antihypertensive and antihyperiipidemic 
20 treatment 

This invention is also particularty directed to a mettiod of Method AF wherein 
said therapeutic treatment comprises antihypertensive and antihyperiipidemic 
treatment 

This invention is also particulariy directed to a method of Metiiod A wherein 
25 said therapeutic treatment comprises antianginal treatment. 

This invention is also particulariy directed to a metfiod of Method AE wher^n 
said therapeutic treatment comprises antianginal treatment 

This invention is also particulariy directed to a metiiod of Method AF wherein 
said therapeutic treatment comprises antianginal treatment 
30 This invention is also particulariy directed to a metiiod of Mettiod A wherein 

said therapeutic treatinent comprises cardiac risk management 

This invention is also particulariy directed to a method of Method AE wherein 
said therapeutic treatment comprises cardiac risk management 
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This invention ts also particuiarty directed to a method of Method AF wherein 
said therapeutic treatment comprises cardiac risk management. 

This invention is also partrcularly directed to a method of Method A wherein 
said therapeutic treatment comprises the treatment of atherosclerosis. 

5 This invention is also particularly directed to a method of Method AE wherein 

said therapeutic treatment comprises the treatment of atherosclerosis. 

This invention is also particularly directed to a method of Method AF wherein 
said therapeutic treatment comprises the treatment of atherosclerosis. 

Amkxfipine is a racemic compound due to the symmetry at position 4 of the 

10 dihydropyridine ring. The R and S enantiomers may be prepared as described by 
Anowsmith et al., J. Med. Chem.. ISQg. 29. 1696. The calcium d^nel blocking 
activity of amiodipine is substantially confined to the S(*) isomer and to the racemic 
mixture containing the R(*<-) and S(-) foons. (see international Patent Application 
Number PCT/EP94/02697). The R(+) isomer has little or no calcium channel 

15 blocking activity. However, the R(+) isomer is a potent inhibitor of smootti muscle cell 
migration. Thus, the R(+) isomer is useful in Uie ti^atment or prevention of 
atherosclerosis, (see International Patent Application Number PCT/EP95/00847). 
Based on the above, a skilled person could choose tine R(+) isomer, tiie S(-) isomer 
or the racemic mbcture of the R(-»-) isomer and the S(-) isomer for use in tiie 

20 combination of this invention. 

Where used herein, the term ''cardiac risk* means tiie fikelihood that a subject 
will suffer a future adverse cardiac event such as, e.g., myocardial infarction, cardiac 
arrest, cardiac failure, cardiac ischaemia. Cardiac risk calculated usir^ the 
Framingham Risk Equation as set fortti above. The term 'cardiac risk management" 

25 means that the risk of future adverse cardiac events is substantially reduced. 

It wHI be recognized by those skilled in the art that certain of tiie 
antihypertensive agents whteh are used in combination witti atorvastatin or a 
pharmacuetk:ally acceptable salt of atorvastatin contain either an ackiic moiety or a 
basic moiety which may be reacted witti eittier a base to form a cationic salt or an 

30 add to form an add addtion salt, respectively. All of tiie pharmaceutically acceptable 
salts of the antihypertensive agents disdosed herein are wittiin the scope of the 
combination of this invention. 
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nPTAri en description of the invention 
The phannaceutical compositions of this invention comprise atorvastatin or a 
phanmaoeutically acceptable salt thereof and an antihypertensive agent or a 

5 phannaceuficaliy acceptable salt thereof. 

Atorvastatin may readily be prepared as described in U.S. Patent No. 
4,681,893, which is incorporated herein by reference. The hemicaldum salt of 
atorvastatin, which is currently sold as Lipitor®, may readily be prepared as 
descrit)ed in U.S. Patent No. 5.273,995, which is incorporated herein by reference. 

10 The expression •pharmaceuticalty acceptable salts* includes both 

pharmaceutically acceptable add addition salts and pharmaceutically acceptable 
cationic salts. The expression '*pharmaceuticalty-acceptable cationic salts" is 
intended to define but is not limited to such salts as the alkali metal salts, (e.g., 
sodium and potassium), alkaline eartii metal saKs (e.g.. caldum and magnesium), 

15 aluminum salts, ammonium salts, and salts with organic amines such as benzathine 
(N,N'-<libenzylethytenediamine), choline, diethanolamine, ethylenediamine. 
meglumine (N-mefhylglucamine), benethamme (N-benzylphenethylamine), 
diethylamine, piperazine, tromethamine (2-amino*2-hydroxymethyl-1,3-prepanediol) 
and procaine. The expression "i^amnaceutically-acceptable add addition salts'" is 

20 intended to define but is not Fimited to such salts as the hydrochloride, hydrobromkie, 
sulfate, hydrogen suKiate, phosphate, hydrogen phosphate, dihydrogenphosphate. 
acetate, sucdnate, dtrate, methanesulfonate (mesylate) and p4oluene8Ulfonate 
(tosylate) salts. 

Be^des the hemrcaldum salt, other pharmaceutically-acceptable cationk: 
25 saKs of atorvastatin may be readily pr^red by reacting the free add form of 
aton/astatin with an appropriate base, usually one equivalent, in a co-solvent. Typical 
bases are sodium hydroxide, sodium metiioxkie, sodium ethoxide, sodium hydride, 
potassium methoxkte, magnesium hydroxxle, caldum hydroxide, benzathine, choline, 
diethanolamine, piperas^ne and tromethamine. The salt is isolated by concentration 
30 to dryness or by addition of a non-solvent, in many cases, salts are preferably 
prepared by mixing a solution of the add with a solution of a different salt of the 
cation (sodium or potassium ethylhexanoate, magnesium oleate), and employing a 
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solvent (e.g., ethyl acetate) from which the desired cationic satt precipitates, or can 
be otherwise isolated by concentration and/or addition of a non-solvent. The add 
addition salts of aton/astatin may be readily prepared by reacting the free base form 
of atorvastatin with the appropriate add. When the salt is of a monobasic add (e,g., 
5 the hydrochloride, the hydrobromide, the p-toluenesulfonate, the acetate), the 
hydrogen fbmi of a dibasic add (e.g.. the hydrogen sulfate, the sucdnate) or the 
dihydrogen form of a tribasic acid (e.g.. the dihydrogen phosphate, the citrate), at 
least one molar equivalent and usually a mdar excess of the add Is employed. 
However when such salts as the sulbte, the hemisucdnate. the hydrogen phosphate 
10 or the phosphate are desired, the appropriate and exact chemical eqiuvaients of add 
will generally be used. The free base and the add are usually combined In a co- 
solvent from virtiich the desired salt precvitates, or can be othenwse isolated by 
concentration and/or addition of a non-eoWent. 

The pharmaceutically acceptable add addition ami cationic salts of the 
1 5 antihypertensive agents teed in the combination of this invention may be prepared in 
a manner analogous to fliat described for the preparation of the pharmaceutically 
acceptable add addition and cationic salts of atonrastatin, but substituting tiie desired 
antihypertensive compound for atorvastatin. 

Tbe antihypertensive agents which may be used in acconJance witii this 
20 Invention are members of different dasses of antihypertensive agents, induding 
caldum channel blockers (excluding amiodipine and pharmaceutically acceptable 
add addition salts thereoO. ACE inhibitors, A-ll antagonists, diuretics, beta-adrenergic 
receptor blockers, vasodilatore and aipha-adrenergic receptor blockers. 

Calcium channel blockers which are within the scope of this invention indude. 
25 but are not limited to: bepridil, which may be prepared as disdosed in U.S. Patent No. 
3,962, 238 or U.S. Reissue No. 30,577; dentiazem, whteh may be prepared as 
disdosed in U.S. Patent No. 4,567,175; dUtiazem, which may be prepared as 
disdosed in U.S. Patent No. 3,562, fendTme. which may be prepared as disdosed in 
U.S. Patent No. 3,262,977; gadopamit, which may be prepared as disdosed In U.S. 
30 Patent No. 3,261 ,859; nubefracfil. whtoh may be prepared as disdosed in U.S. Patent 
No. 4.808,605; prenylamine, wtuch may be prepared as disdosed In U.S. Patent No. 
3.152,173; semotiadil. whteh may be prepared as disdosed in U.S. Patent No. 
4.786,635; terodiline. whteh may be prepared as disdosed in U.S. Patent No. 
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3.371.014; verapamil, which may be prepared as disdosed in U.S. Patent No. 
3!26l'.859; araniplne. which may be prepared as disdosed in U.S. Patent No. 
4.572.909: bainldipine. which may be prepared as disdosed in U.S. Patent No. 
4.220.649: benidipine. which may be prepared as disdosed in European Patent 
5 Applkiation Publication No. 106.275; dWdlpine, which may be prepared as disdosed 
in U.S. Patent No. 4.672.068: efonldipine. whidi may be prepared as disdosed in 
U.S. Patent No.4.B85.284; elgodipine. whidi may be prepared as disdosed in U.S. 
Patent No. 4.952.592; felodipine. whidi may be prepared as disdosed in U.S. Patent 
No. 4.264,611; Isradipine. which may be prepared as disdosed in U.S. Patent No. 
10 4.466!972| laddipine. whidi may be prepared as disdosed in U.S. Patent No. 
4.801.599; lercanidipine. whidi may be prepared as disdosed in U.S. Patent No. 
4.705.797; manidipine. whidi may be prepared as disdosed in U.S. Patent No. 
4.892.875; nicartlipine. whidi may be prepared as disdosed In U.S. Patent No. 
3.985.758; nifedipine, whidi may be prepared as disdosed in U.S. Patent No. 
15 3.485.847: nilvadipine. whidi may be prepared as disdosed in U.S. Patent No. 
4,338.322; nimodipine, which may be prepared as disdosed in U.S. Patent No. 
3.799.934; nisoldipine, whidi may be prepared as disdosed in U.S. Patent No. 
4,154.839: nitrendipine, whidi may be prepared as disdosed in U.S. Patent No. 
3.799.934; cinnarizine. which may be prepared as disdosed in U.S. Patent No. 
20 2.882!271; flunartdne. whidi may be prepared as disdosed in U.S. Patent No. 
3.773.939; fidoflazine. which may be prepared as disdosed in U.S. Patent No. 
3.267.104; lomerizine. which may be prepared as disdosed in U.S. Patent No. 
4.663.325; bencydane. which may be prepared as disdosed in Hungarian Patent No. 
151.865; etafenone, whidi may be prepared as disdosed in Gennan Patent No. 
25 1.265.758; and peitiexiline. which may be prepared as disdosed in British Patent No. 
1.025.578. The disclosures of all such U.S. Patents are incorporated herein by 
reference. 

Angiotensin Converting Enzyme InhlWtore (ACE-lnhibitors) whidi are within 
the scope of this invention mdude. but are not fimited to: alaoepril. which may be 
30 prepared as disdosed m U.S. Patent No. 4.248.883; benazepril, whidi may be 
prepared as disdosed in U.S. Patent No. 4.410.520; captopril. whidi may be 
prepared as disdosed in U.S. Patent Nos. 4.046.889 and 4.105.776; ceronapril. 
which may be prepared as disdosed in U.S. Patent No. 4.452.790; delapril. which 
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may be prepared as disclosed in U.S. Patent No. 4,385,051; enalapril, which may be 
prepared as disclosed in U.S. Patent No. 4,374,829; fosinopril, which may be 
prepared as disclosed in U.S. Patent No. 4,337.201; Imadapril, which may be 
prepared as disclosed in U.S. Patent No. 4,508,727; listnopril. which may be prepared 

5 as disclosed in U.S. Patent No. 4.555,502; moveltopril, whidi may be prepared as 
disclosed in Belgian Patent No. 893,553; perindopril, which may be prepared as 
disclosed in U.S. Patent No. 4.508,729; quinapril, which may be prepared as 
disclosed in U.S. Patent No. 4,344,949; ramiprfl, which may be prepared as disclosed 
in U.S. Patent No. 4.587,258; spirapril, which may be prepared as disclosed in U.S. 

10 Patent No. 4.470,972; temocapril, which may be prepared as disclosed in U.S. Patent 
No. 4,699,905; and trandolapril, which may be prepared as disclosed in U.S. Patent 
No. 4,933,361. The disclosures of all such U.S. patents are incorporated herein by 
reference. 

Angiotensin-ll receptor antagonists (A-ll antagonists) which are within the 

15 scope of this invention include, but are not limited to: candesartan, which may be 
prepared as disclosed in U.S. Patent No. 5,196.444; eprosartan, which may be 
prepared as disclosed in U.S. Patent No. 5,185.351; irbesartan, which may be 
prepared as disclosed in U.S. Patent No. 5.270,317; losartan, which may be prepared 
as disclosed in U.S. Patent No. 5,138,069; and valsartan, which may be prepared as 

20 disclosed in U.S. Patent No. 5,399,578. The disclosures of ail such U.S. patents are 
iricorporated herein by reference. 

Beta-adrenergic receptor blockers (beta- or Rockers) which are within the 
scope of this invention Include, but are not limited to: acebutolol, which may be 
prepared as disclosed in U.S. Patent No. 3,857.952; alprenolol. which may be 

25 prepared as disclosed In Netherlands Patent Appfication No. 6,605,692; amosulalol, 
which may be prepared as disclosed in U.S. Patent No. 4,217,305; arotinokM, which 
may be prepared as disclosed in U.S. Patent No. 3.932.400; atenolol, which may be 
prepared as disclosed in U.S. Patent No. 3,663.607 or 3,836,671; befunotol, which 
may be prepared as disclosed in U.S. Patent No. 3,853,923; betaxoiol, whkti may be 

30 prepared as disclosed in U.S. Patent No. 4,252,984; bevantolol, which may be 
prepared as disclosed In U.S. Patent No. 3,857,981; bisoprolol, which may be 
prepared as disclosed in U.S. Patent No. 4,171.370; bopindold, which may be 
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prepared as (fisdosed in U.S. Patent No. 4,340,541; bucumolol, which may be 

prepared as disclosed in U.S. Patent No. 3.663.570: bufetolol, which may be 

prepared as disdosed in U.S. Patent No. 3,723.476; buftiraloi. which may be 

prepared as disdosed in U.S. Patent No. 3.929.836; bunitrolol. which may be 
5 prepared as disdosed in U.S. Patent Nos. 3,940.489 and 3.961,071; bupranddd. 

which may be prepared as disdosed in U.S. Patent No. 3.309.406; butiridine 

hydrochloride, which may be prepared as disdosed in French Patent No. 1.390,056; 

butofiloloi. which may be prepared as disdosed in U.S. Patent No. 4,252,825; 

carazolol. which may be prepared as disdosed in Gemnan Patent No. 2,240,599; 
10 carteoiol, vMdt\ may be prepared as disdosed in U.S. Patent No. 3,910,924; 

carvedilol, wiiich may be prepared as disdosed in U.S. Patent No. 4,503,067; 

celiproloi. which may be prepared as disdosed in U.S. Patent No. 4,034,009; 

cetamolot. %vNch may be prepared as disdosed in U.S. Patent No. 4,059,622; 

doranoioi, whidi may be prepared as disdosed in Gemnan Patent No. 2.213,044; 
15 dilevalol. which may be prepared as disdosed in Cfifton et aL. Journal of Medicinal 

Chemistiy, 1982. 25. 670; epandol, which may be prepared as disdosed n. 

European Patent PubScatim AppGcafion No. 41,491; indenold. whidi may be 

prepared as disdosed in U.S. Patent No. 4,045.482; labetald, which may be 

prepared as disdosed in U.S. Patent No. 4,012.444; levobunold, which may be 
20 prepared as disclosed vi U.S. Patent Mo. 4.463.176; mepindolol, which may be 

prepared as disdosed m Seeman et al., Hetv. CNm. Acta. 1971. SA, 241; 

meGpranolol. wtuch ma^ be prepared as disdosed in Chechoslovakian Patent 

Application No. 128.471; metoprold. which may be prepared as disdosed in U.S. 

Patent No. 3,873,600; moprold. which may be prepared as disdosed in U.S. Patent 
25 No. 3,501,7691; nadolol, which may be prepared as disdosed in U.S. Patent No. 

3,935, 267; nadoxold, which may be prepared as disdosed in U.S. Patent No. 

3,819,702; netxvalol, which may be prepared as disdosed in U.S. Patent No. 

4,654,362; nipradilol, whidi may be prepared as disdosed in U.S. Patent No. 

4,394,382; oxprenolol, which may be prepared as disdosed in British Patent No. 
30 1,077,603; .pertxitolol, whidi may be prepared as disdosed in U.S. Patent No. 

3,551,493; pindolol, which may be prepared as disdosed in Swiss Patent Nos. 

469,002 and 472,404; praddd, which may be prepared as disdosed in U.S. Patent 
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No. 3.408,387; pronethalol. wWch may be prepared as disclosed In British Patent No. 
909,357; propranolol, which may be prepared as dlsdosed in U.S. Patent Nos. 
3,337,628 and 3.520,919; sotald, which may be prepared as disclosed in Uloth et aL, 
Joumal of Medicinal Chemistry, 1S6&.. E 88; sufinalol, which may be prepared as 

5 disclosed in Gemnan Patent No. 2,728.641; tafindol, which may be prepared as 
disclosed In U.S. Patent Nos. 3,935.259 and 4.038.313; tertatolol, which may be 
prepared as disclosed in U.S. Patent No. 3,960,891; tilisoloi, which may be prepared 
as disclosed in U.S. Patent No. 4,129,565; timolol, which may be prepared as 
disclosed in U.S. Patent No. 3,655,663; toliprolol. which may be prepared as 

10 disclosed in U.S. Patent No. 3,432,545; and xibenolol. wtiich may be prepared as 
disclosed in U.S. Patent No. 4,018.824. The disclosures of ail such U.S. patents are 
incorporated herein by reference. 

Aipha^drenergic receptor biocters (alpha- or a-blockers) which are within the 
scope of this invention include, but are not Dmiled to: amosulaloi. which may be 

15 prepared as disclosed in U.S. Patent No. 4,217,307; arotinolol. which may be 
prepared as disclosed in U.S. Patent No. 3,932.400; dapiprazole, which may be 
prepared as disclosed in U.S. Patent No. 4.252,721; doxazosin, which may be 
prepared as disclosed in U.S. Patent No. 4,188,390; fenspiride. which may be 
prepared as disclosed in U.S. Patent No. 3.399,192; indoramin, which may be 

20 prepared as disclosed in U.S. Patent No. 3,527,761; labetolol. which may be 
prepared as disclosed above; naftopidH, which may be prepared as disclosed in U.S. 
Patent No. 3,997,666; rvcergoline, which may be prepared as disclosed in U.S. 
Patent No. 3.228.943; prazosin, which may be prepared as disclosed in U.S. Patent 
No. 3,511.836; tamsulosin, which may be prepared as disclosed in U.S. Patent No. 

25 4,703.063; tolazoline. which may be prepared as disclosed in U.S. Patent No. 
2,161.938; trimazosin, which may be. prepared as disclosed in U.S. Patent No. 
3,669,968; and yohimbine, which may be isolated from natural sources according to 
methods well known to those skilied in the art The disclosures of all such U.S. 
patents are incorporated herein by reference. 

30 The term 'Vasodilator,' where used herein, is meant to include cerebral 

vasodilators, coronary vasodilators and peripheral vasodilators. Cerebral 
vasodilators witNn the scope of this invention include, but are not limited to: 
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bencydane. which may be prepared as disclosed atxive; dnnarizine, which may be 
prepared as disdosed above; ctticoiine, whidi may be isolated from natural sources 
as disdosed in Kennedy et al., Joumal of the American Chemical Sodety, ZL 
250 or synthesized as disdosed in Kennedy, Joumal of Biological Chemistry, 1956. 

5 222, 185; cydandelate, which may be prepared as disdosed in U.S. Patent No. 
3,663,597; ddonicate, which may be prepared as disdosed in German Patent No. 
1,910.481; diisopropylamine dichloroacetate, which may be prepared as disdosed in 
British Patent No. 862,248; ebumamonine, which may be prepared as disdosed in 
Hemiann et al., Joumal of the American Chemical Sodety, 1979. IQl. 1540; fasudil. 

10 which may be prepared as disdosed in U.S. Patent No. 4,678,783; fenoxedil, which 
may be prepared as disdosed in U.S. Patent No. 3.818,021; flunarizine, which may 
be prepared as disdosed in U.S. Patent No. 3.773.939; ibudilast, which may be 
prepared as disdosed in U.S. Patent No. 3,850.941; ifenprodil, which may be 
prepared as disdosed in U.S. Patent No. 3.509,164; lomerizine. which may be 

15 prepared as disdosed in U.S. Patent No. 4,663,325; nafronyl, which may be prepared 
as disdosed in U.S. Patent No. 3,334,096; nicametate, which may be prepared as 
disdosed in BRdce et al., Joumal of the American Chemical Sodety, 1942. 64. 1722; 
nicergoline, which may be prepared as disdosed above; nimodipine. which may be 
prepared as disdosed in U.S. Patent No. 3,799,934; papaverine, which may be 

20 prepared as reviewed in Goldbeiig, Chem. Prod. Chem. News, 1954. IZ, 371; 
pentifylline, which may be prepared as disdosed in German Patent No. 860,217; 
tinofedrine, which may be prepared as disdosed in U.S. Patent No. 3,563,997; 
vincamine, which may be prepared as disdosed in U.S. Patent No. 3,770,724; 
vinpocetine, which may be prepared as disdosed in U.S. Patent No. 4,035,750; and 

25 viquidil, which may be prepared as disdosed in U.S. Patent No. 2,500,444. The 
disdosures of all such U.S. patents are incorporated herein by reference. 

Coronary vasodilators within the scope of this invention indude. but are not 
limited to: amotriphene, which may be prepared as disdosed in U.S. Patent No. 
3,010.965; bendazol. which may be prepared as disdosed in J. Chem. Soc. 1958. 

30 2426; benfurodil hemisucdnate, which may be prepared as disdosed in U.S. Patent 
No. 3,355,463; benziodarone, which may be prepared as disdosed in U.S. Patent 
No. 3,012,042; chloradzine, which may be prepared as disdosed in British Patent 
No. 740,932; chromonar, which may be prepared as disdosed in U.S. Patent No. 
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3.282.938: ctobenfural. which may be prepared as disdosed In British Patent No. 
1.160.925; donitrate. which may be prepared from propanediol according to methods 
wen known to those skBled in the art. e.g., see Annalen, 1870. 155. 165; doricromen. 
which may be prepared as disdosed in U-S. Patent No. 4.452.811; dilazep. which 
5 may be prepared as disdosed In U.S. Patent No. 3.532.685; dipyridamole, whldi may 
be prepared as disdosed in British Pateiil No. 807.826; droprenilamine, which may 
be prepared as disdosed In German Patent No. 2.621.113; efloxate. which may be 
prepared as disdosed in British Patent Nos. 803.372 and 824.547; erythrityl 
tetranitrate, which may be prepared by nitration of erythritd according to methods 
10 well-known to those skilled in the art; etafenone. which may be prepared as disdosed 
in Gennan Patent No. 1.265.758; fendiline. which may be prepared as disdosed in 
U.S. Patent No. 3.262.977; floredil. which may be prepared as disdosed in Gentian 
Patent No. 2.020.464; ganglefene. which may be prepared as disdosed in U.S.S.R. 
Patent No. 115.905; hexestrol. which may be prepared as disdosed In U.S. Patent 
1 5 No. 2.357.985; hexobendine, which may be prepared as disdosed In U.S. Patent No. 
3.267.103; itramin tosylate. which may be prepared as disdosed in Swedish Patent 
No. 168.308; khellin. which may be prepared as disdosed in Baxter et al.. Journal of 
the Chemkal Sodety. 1949. S 30; lldoflazine, which may be prepared as disdosed in 
U.S. Patent No. 3.267,104; mannltd hexanitrate, whtoh may be prepared by the 
20 nitratton of mannHol according to methods well-known to those skilled in the art; 
medibazihe. which may be prepared as disdosed in U.S. Patent No. 3.119,826; 
nitroglycerin; pentaerythritol tetranitrate. which may be prepared by the nitration of 
pentaerythrilol accoKfing to methods well-known to those skilled in the art; 
pentrinitid. which may be prepared as disdosed m Gentian Patent No. 638.422-3; 
25 perttexilline. which may be prepared as disdosed above; pimefylBne. whteh may be 
prepared as disdosed In U.S. Patent No. 3.350.400; prenylamlne. which may be 
prepared as disdosed in U.S. Patent No. 3.152.173; propatyl nitrate, which may be 
prepared as disdosed In French Patent No. 1,103.113; trapWa. which may be 
prepared as disdosed in East German Patent No. 55,956; tricromyl. wWch may be 
30 prepared as disdosed in U.S. Patent No. 2,769,015; tiimetazidine, which may be 
prepared as disdosed in U.S. Patent No. 3.262.852; trolnitrate phosphate, whteh may 
be prepared by nitraBon of triethanolamine followed by predpttation with phosphoric 
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add according to methods well-known to those skilled in the art; visnadine, which 
may be prepared as disclosed In U.S. Patent Nos. 2.816.118 and 2.980.699. The 
disdosures of all such U.S. patents are Incorporated herein by reference. 

Peripheral vasodilators within the scope of this Inventkwi indude, but are not 
5 limited to: aluminum nicotinale, which may be prepared as disclosed in U.S. Patent 
No. 2,970,082; bam^han. which may be prepared as disdosed In Conigan et al.. 
Journal of the American Chemical Society, SL 1894; bencydane. which may 
be prepared as disdosed above; betahlstine. which may be prepared as disdosed in 
Wafter et al.; Journal of the American Chemical Society ^ 2771; bradyWnin. 
10 which may be prepared as disdosed in Hamburg et al., Arch. Biochem. Biophys.. 
1958. 26, 252; brovincamine, which may be prepared as disdosed in U.S. Patent No. 
4.146.643; bufeniode. which may be prepared as disdosed in U.S. Patent No. 
3.542,870; buflomedil. which may be prepared as disdosed in U.S. Patent No. 
3.895.030; butalamine. whrch may be prepared as disdosed in U.S. Patent No. 
15 3,338.899; cetiedil, which may be prepared as disdosed in French Patent Nos. 
1,460,571; ddonteate. wWch may be prepared as disdosed in German Patent No. 
1.910.481; dnepazkte, which may be prepared as disdosed In Belgian Patent No. 
730.345; dnnarizine, which may be prepared as disdosed above; cydandelate, which 
may be prepared as disclosed above; dOsopropylamlne dtehloroacetate. which may 
20 be prepared as disclosed above; eledoisin. whk:h may be prepared as disdosed in 
British Patent No. 984.810; fienoxedO. which may be prepared as disdosed above; 
flunarizine. which may be prepared as disdosed above; hepronteate, which may be 
prepared as disdosed in U.S. Patent No. 3,384.642; ifenprodil. which may be 
prepared as disdosed above; Uoprost. wh»h may be prepared as disdosed In U.S. 
25 Patent No. 4.692,464; inosltd niadnate. which may be prepared as disdosed In 
Badgett et al.. Journal of the American Chemkal Society. 1947. £3. 2907; 
isoxsuprine, which may be prepared as disdosed in U.S. Patent No. 3.056.836; 
kallidin, which may be prepared as disdosed in fijoc/iem. Biophys. Res. Commun., 
1961. 6, 210; kalHkr^ which may be prepared as disdosed in German Patent No. 
30 1.102.973; moxisylyte. which may be prepared as disdosed in Gennan Patent No. 
905.738; naftonyl. wttich may be prepared as disdosed above; nicametate, which 
may be prepared as disdosed above; nicergoline. whfch may be prepared as 
disdosed above; nicofuranose. which may be prepared as disdosed in Swiss Patent 
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No. 366,523; nytidrin, which may be prepared as disclosed In U.S. Patent Nos. 

2.661.372 and 2,661,373; pentifylline. which may be prepared as disclosed above; 

pentoxifylline, which may be prepared as disclosed in U.S. Patent No. 3,422,107; 

piribedil, which may be prepared as disdosed in U.S. Patent No. 3,299,067; 
5 prostaglandin Ei, which may be prepared by any of the methods referenced in the 

Merck Index, Twelfth Edition, Budaveri, Ed., New Jersey, 1996. p. 1353; suloctidil. 

which may be prepared as disclosed in German Patent No. 2,334.404; tolazoline. 

which may be prepared as disclosed in U.S. Patent No. 2,161,938; and xanthinol 

niadnate, which may be prepared as disdosed in Gemfian Patent No. 1,102,750 or 
10 Kortwnrts et al., Ada. Pharm. Hung., 1968. 38, 98. The disdosures of all such U.S. 

patents are incorporated herein by reference. 

The term 'diuretic,' within the scope of this invention, is meant to indude 

diuretic benzothiadiazine derivatives, diuretic organomercurials, diuretic purines. 

diuretic steroids, diuretic sulfonamide derivatives, diuretic uradls and other diuretics 
15 sudi as amanozine, which may be prepared as disdosed in Austrian Patent No. 

168,063; amiioride, which may be prepared as disdosed in Belgian Patent No. 

639,386; artHitffi, which may be prepared as disdosed in Tschitschibabin, Annalen, 

1930. 479. 303; chlorazanii, which may be prepared as disdosed in Austrian Patent 

No. 168,063; ettiacrynic add, which may be prepared as disdosed in U.S. Patent No. 
20 3,255,241; etozolin, which may be prepared as disdosed in U.S. Patent No. 

3,072,653; hydracarbazine, which may be prepared as disdosed in British Patent No. 

856,409; isosorbide, which may be prepared as disdosed in U.S. Patent No. 

3.160,641; mannitol; metochalcone, which may be prepared as disdosed in 

Freudenberg et al., Ber.. 1957. 90. 957; muzolimine, which may be prepared as 
25 disdosed in U.S. Patent No. 4.018,890; perhexiline. which may be prepared as 

disdosed atx>ve; ticrynafen, which may be prepared as disdosed in U.S. Patent No. 

3,758,506; triamterene which may be prepared as disdosed in U.S. Patent No. 

3,081,230; and urea. The disdosures of all such U.S. patents are incorporated herein 

by reference. 

30 Diuretic benzothiadiazine derivatives within the scope of this invention indude, 

but are not limited to: atthiazide, which may be prepared as disdosed in British Patent 
No. 902,658; bendroflumethiazide, which may be prepared as disdosed in U.S. 
Pat^ No. 3,265,573; benzUiiazide, McManus et al., 136tii Am. Soc. Meeting 
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(Atlantic City, September 1959), Abstract of papers, pp 13-0; 
benzyihydrochlorothiazide. which may be prepared as disclosed in U.S. Patent No. 
3,108,097; buthiazide, which may be prepared as disclosed in British Patent Nos. 
861,367 and 885,078; chlorothiazide, which may be prepared as disclosed in U.S. 

5 Patent Nos. 2,809,194 arxl 2,937»169; chlorthalidone, which may be prepared as 
disclosed in U.S. Patent No. 3,055,904; cydopenthlazide, which may be prepared as 
disclosed in Belgian Patent No. 587;225; cydothiazide, which may be prepared as 
disclosed in Whitehead et al.. Journal of Organic Chemistry, 1961. 2& 2814; 
epithiazide, whidi may be prepared as disdosed in U.S. Patent No. 3,009,911; 

10 ethiazide, which may be prepared as disclosed in British Patent No. 861,367; 
fenquizone, which may be prepared as disdosed in U.S. Patent No. 3,870,720; 
indapamide, which may be prepared as disdosed in U.S. Patent No. 3,565,911; 
hydrocNorothiazide, which may be prepared as disdosed in U.S. Patent No. 
3,164,588; hydroflumethiaade, which may be prepared as disdosed in U.S. Patent 

15 No. 3.254,076; methydothiazide, which may be prepared as disdosed in Close et al., 
Journal of the American Chemical Sodety, 1960, S2i 1132; meticrane, which may be 
prepared as disdosed in French Patent Nos. M2790 and 1,365,504; metolazone, 
which may be prepared as disdosed in U.S. Patent No. 3,360,518; paraflutizide, 
which may be prepared as disdosed in Belgian Patent No. 620,829; polythiazide, 

20 which may be prepared as disdosed in U.S. Patent No. 3,009.911; quinethazone, 
which may be prepared as disdosed in U.S. Patent No. 2,976,289; tedothiazide, 
which may be prepared as disdosed in Close et al., Journal of the American 
Chemical Sodety, 1960. S2, 1132; and trichlomiethiazide, which may be prepared as 
disicosed In deStevens et al., Experientia, 1960. IS. 113. The disclosures of all such 

25 U.S. patents are incorporated herein by reference. 

Diuretic sulfonamide derivatives within the scope of this invention indude, but 
are not Gmited to: acetazdamide, which may be prepared as disdosed in U.S. Patent 
No. 2,980,679; ambuside, which may be prepared as disdosed in U.S. Patent No. 
3,188,329; azosemide, which may be prepared as disdosed in U.S. Patent No. 

30 3,665,002; bumetenide, which may be prepared as disdosed in U.S. Patent No. 
3,634,583; butazolamide, which may be prepared as disdosed in British Patent No. 
769,757; chloraminophenamide, which may be prepared as disdosed in U.S. Patent 
Nos. 2,809,194, 2,965.655 and 2,965,656; dofenamide, which may be prepared as 
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disclosed in Olivier, Rec. Trav. CWm., 1918. 3L 307; clopamide, which may be 
prepared as disclosed in U.S. Patent No. 3,459,756; dorexolone, which may be 
prepared as disclosed in U.S. Patent No. 3.183.243; disulfamide, which may be 
prepared as disclosed in British Patent No. 851.287; ethoxolamide, which may be 

5 prepared as disclosed in British Patent No. 795,174; fiirosemide, which may be 
prepared as disclosed in U.S. Patent No. 3,058,882; mefhjside, which may be 
prepared as disclosed in U.S. Patent No. 3.356.692; methazolamide, which may be 
prepared as disclosed in U.S. Patent No. 2.783.241; piretanide, which may be 
prepared as disclosed in U.S. Patent No. 4,010,273; torasemide, which may be 

10 prepared as disclosed in U.S. Patent No. 4.018.929; tripamide. which may be 
prepared as disclosed in Japanese Patent No. 73 05.585; and xipamide, which may 
be prepared as disclosed in U.S. Patent No. 3.567,777. The disclosures of all such 
U.S. patents are incorporated herein by reference. 

In addition, atorvastatin and pharmaceutically acceptable salts thereof may 

15 occur as hydrates or solvates. Furtiier, the antihypertensive agents which may be 
used in accordance with this invention and the pharmaceutically acceptable salts 
thereof may occur as hydrates or solvates. Said hydrates and solvates are also 
within the scope of the invention. 

The pharmaceutical combinations and methods of this invention are all 

20 adapted to therapeutic use as agents in the treatment of atherosclerosis, angina 
pectoris, and a condition characterized by the presence of both hypertension and 
hyperiipiderrua in mammals, particularly humans. Further, since these diseases and 
conditions are ctosely related to the development of cardiac disease and adverse 
cardiac conditions, these combinations and methods, by virtue of their action as 

25 antiatherosderotics, antianginals, antihypertensives and antihyperlipidemics. are 
useful in the management of cardiac risk. 

The utility of the compounds of the present invention as medical agents in the 
treatment of atherosclerosis in mammals (e.g. humans) is demonstrated by the 
activity of the compounds of this invention in conventional assays and the dinical 

30 protocol described below: 

pffect of Atorvastatin and an Antihypertensive Aoent. Alone 
and in Combination, on the Treatment 
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nfAthemscterosis 
This study is a prospective randomized evaluation of ttie effect of a 
combination of atorvastatin or a pharmaceutically acceptatjie salt thereof and an 
antihypertensive agent on the progression/regression of coronary and carotid artery 
5 disease. The study is used to show that a combination of atorvastatin or a 

phanrjaceutically acceptable salt thereof and an antihypertensive agent is effective In 
slowing or arresting the progression or causing regression of existing coronary artery 
disease (CAD) as evidenced by changes in coronary angiography or carotid 
ultrasound, in subjects vwth established disease. 
10 This study is an angiographic documentation of coronary artery disease 

carried out as a double-blind, placebo-controlled trial of a minimum of about 500 
subjects and preferably of about 780 to about 1200 suljjects. It is especially 
preferred to study about 1200 subjects in this study. Sutijects are admitted into the 
study after safisfying certain entry criteria set forth below. 
15 Fntry criteria: Subjects accepted for entry into this trial must satisfy certain 

criteria. Thus the subject must be an adult, either male or femate, aged 18-80 years 
of age in whom coronary angiography is cfinically Indicated. Subjects will have 
angiographic presence of a significant focal lesion such as 30% to 50% on 
subsequent evaluation by quantitative coronary angiography (QCA) In a minimum of 
20 one segment (non-PTCA. non-bypassed or non-MI vessel) that is judged not likely to 
require Inten/enBon over the next 3 years. It is required that the segments 
undergoing analyas have not been interfered virith. Since percutaneous transluminal 
cardiac angioplasty (PTCA) interferes with segments by the Insertion of a balloon 
catheter, non-PTCA segments are required for analysis. It is also required that the 
25 segments to be analyzed have not suffered a thrombotic event, such as a myocardial 
inferct (Ml). Thus the requirement for non-MI vessels. Segments that will be 
analyzed Include: teft main, proximal, mid and distal left anterior descending, first and 
second diagonal branch, proximal and distal teft circumflex, first or largest space 
obtuse marginal, prosdmal. mid and distal r^ht coronary artery. Subjects will have an 
30 ejection fraction of greater than 40% detennined by catheterization or radionuclide 
ventriculography or ECHO cardiogram at the time of the qualifying angiogram or 
within the prewous three monttis of the acceptance of ttie qualifying angiogram 
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provided no intervening event such as a thrombotic event or procedure such as 
PICA has occurred. 

Generally, due to the number of patients and the physical limitations of any 
one facility, the study is canied out at multiple sites. At entry into the study, subjects 

5 undergo quantitative coronary angiography as well as B-mode carotid artery 

ultrasonography and assessment of carotid arterial compliance at designated testing 
centers. This establishes baselines for each subject Once admitted into the test, 
subjects are randomized to receive an antihypertensive agent or a pharmaceutically 
acceptable salt thereof ( the dose is dependent upon the particular antihypertensive 

1 0 agent or salt tiiereof chosen) and placebo or atorvastatin calcium (80 mgs) and 
placet^) or an antihypertensive agent or a pharmaceutically acceptable salt thereof 
(the dose is dependent upon the particular antihypertensive agent or salt thereof 
chosen) and aton/astatin caldum (80 mgs). It wQI be recognized by a skilled person 
that tiie free base fomn or other salt fonns of amiodipine besylate or the free base 

1 5 f omi or ottier salt forms of the statin may be used in this invention. Calculation of the 
dosage amount for these otiier forms of the statinand amiodipine besylate is easily 
accompfished by perfomiing a simple ratio relative to the molecular weights of the 
species involved. The amount of the antihypertensive agent may be varied as 
required. The amount of the statin will be titrated down from 80 mg if it is determined 

20 by the physician to be in the best interests of the subject. The subjects are monitored 
for a one to three year period, generally Uiree years being preferred. B-mode carotid 
ultrasound assessment of carotid artery atherosclerosis and compliance are 
perfomfied at regular intervals throughout the study. 

Generally, six month intervals are suitable. Typically this assessment is 

25 performed using B-mode ultrasound equipment. However, a person skilled in the art 
may use other meUiods of performing this assessment. Coronary angiogra^Dhy is 
performed at the conclusion of the one to three year treatment period. The baseline 
and post-treatment angiograms and the intervening carotid artery B-mode 
ultrasonograms are evaluated for new lesbns or progression of existing 

30 attierosderotic lesions. Arterial compliance measurements are assessed for dianges 
from baseline and over the 6-month evaluation periods. 

The primary objective of this study is to show that ttie combination of an 
antihypertensive agent and atorvastatin reduces the progression of atherosclerotic 
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lesions as measured by quantitative coronary ar>giography (QCA) in subjects with 
dinical coronary artery disease. QCA measures the opening in the lumen of the 

arteries measured. 

The primary endpoint of the study is the change in the average mean 
5 segment diameter of the coronary artery tree. THus. the diameter of an arterial 
segment Is measured at various portions along the length of that segment. The 
average diameter of that segment is then detemiined. After the average segment 
diameter of many segments has been determined, the average of all segment 
averages Is determined to arrive at the average mean segment diameter. The mean 
10 segment diameter of subjects taking aloivastafin or a phannaceutlcaliy acceptable 
salt thereof and amiodlpine or a pharmaceuticaBy acceptable add addition salt 
thereof wfll dedlne more slowly, will be halted completely, or there will be an Increase 
in the mean segment diameter. These results represent slowed progression of 
atherosderosis, halted progression of atherosclerosis and regression of 
15 atherosderosis. repsectively. 

The secondary objective of tWs study is that the combination of an 
antihypertensive agent and atorvastatin or a pharmaceutically acceptable salt thereof 
reduces the rate of progression of atherosderosis in the carotid arteries as measured 
by the slope of the maximum Intimal-medial thickness measurements averaged over 
20 1 2 separate wall segments (Mean Max) as a function of time, more than does 

amiodipine or a phamiaceuticaliy acceptable add addition salt thereof or atorvastatin 
or a phannaceutically acceptable salt thereof alone. The Intimal-medial thickness of 
subjects taWng atorvastatin or a pharniaceutically acceptable salt thereof and 
amiodipine or a pharmaceutteally acceptable add addition salt thereof will increase 
25 more slowiy, will cease to increase or will decrease. These results represent stowed 
prorgiession of atherosderosis, halted progression of atherosderosis and regression 
of atherosderosis. respectively. Further, these results may be used to fadlitate 
dosage detenninafions. 

The utility of the compounds of the present invention as medical agents in the 
30 treatment of angiira pectoris In mammals (e.g.. humans) is demonstrated by the 
adMtf of the compounds of this invention in conventional assays and the dinical 
protocol described below: 
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Pffect of Atofva j^tatin and an Antihypertensive Agent. Alone 
and in Combination, on the 
Treatment of Angina 
This study is a double blind, parallel ami, randomized study to show the 
effectiveness of atorvastatin or a pharmaceutically acceptable salt thereof and an 
antihypertensive agent given in combination in the treatment of symptomatic angina. 

Fntry criteria : Subjects are males or females between 18 and 80 years of age 
with a history of typical chest pain associated with one of the following objective 
evidences of cardiac ischennia: (1) stress test segment elevation of about one 
millimeter or more from the ECG; (2) positive treadmill stress test; (3) new wall 
motion abnormality on ultrasound; or (4) coronary angiogram with a significant 
qualifying stenosis. Generally a stenosis of about 30-50% is considered to be 
significanL 

Each subject is evaluated for about ten to thirty-two weeks. At least ten 
weeks are generally required to complete Uie study. Sufficient subjects are used in 
this screen to ensure that about 200 to 800 subjects and preferably about 400 subject 
are evaluated to complete the study. Subjects are saeened for compliance with the 
entry criteria, set forth below, during a four week run in phase. After the screening 
criteria are met, subjects are washed out from their current anti-anginal medication 
and stabilized on a long acting nitrate such as nitroglycerine, isosort)ide-5- 
mononitrate or isosorbide dinitrate. The term "washed out", when used in connection 
with this screen, means the withdrawal of current anti-anginal medication so that 
substantially all of said medication is eliminated from tiie body of the subject A 
period of eight weeks preferably allowed for both the wash out period and for tiie 
establishment of the subject on stable doses of said nitrate. Subjects having one or 
two attadcs of angina per week while on stable doses of long acting nitrate are 
generally permitted to skip the wash out phase. After subjects are stabilized on 
nitrates, the subjects enter the randomization phase provided the sut>jects continue to 
have either one or two angina attacks per week. In the randomization phase, the 
subjects are^randomly placed into one of the four arms of the study set forUi t)elow. 
After completing the wash out phase, subjects in compliance with the entry criteria 
undergo twenty four hour ambulatory electrocardigram (ECG) such as Hotter 
monitoring, exercise stress testing such as a treadmill and evaluation of myocardial 
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perfusion using PET (photon emission tomography) scanning to establish a laseline 
for each subject. When conducting a stress test, the speed of the treadmill and the 
gradient of the treadmill can be controlled by a technician. The speed of the treadmill 
and the angle of the gradient are generally increased during the test. The time 
5 intervals between each speed and gradient increase is generally detemiined using a 

modified Bmce Protocol. 

After the baseline investigations have been completed, subjects are initiated 
on one of the following four arms of the study: (1) placebo; (2) atorvastatin (about 10 
mg to about 80 mg); (3) an antihypertensive agent (dose is dependent upon the 
10 particular antihypertensive agent chosen); or (4) a combination of the above doses of 
atonrastatin and antihypertensive agent together. It will be recognized by a skilled 
person that the free base fbmn or other saH fonns of amiodipine besylate or the free 
base form or other salt fbmns of the statin may be used in this invention. Calculation 
of the dosage amount for these other fbnns of the statinand amiodipine besylate is 
15 easily accomplished by performing a simple ratio relative to the molecular weights of 
the species involved. Ihe subjects are then monitored for two to twenty four weeks. 

After the monitoring period has ended, subjects will undergo the following 
investigations: (1) twenty four hour ambulatory ECG, such as Hotter monrtoring; (2) 
exercise stress testing (e.g. treadmill using said modified Bmce ProtocoO; and (3) 
20 evaluatwn of myocardial perfusion using PET scanning. Patients keep a diary of 
painful Ischemic events and nitroglycerine consumption. It is generally desirable to 
have an accurate record of the number of anginal attacks suffered by the patient 
during the duration of the test Since a patient generally takes nitroglycerin to ease 
the paun of an anginal attack, the number of times ttiat the patient administers 
25 nitroglycerine provides a reasonably accurate record of the number of anginal 
attacks. 

To demonstrate the effectiveness and dosage of the dmg combination of this 
inventton. the person conducting the test will evaluate the subject using the tests 
described. Successful treatment will yield fewer instances of ischemic events as 
30 detected by ECG, wiP allow the sut)ject to exercise longer or at a higher intensity level 
on the treadmill, or to exercise without pain on the treadmni, or will yieW better 
perfusion or fewer perfusion defects on iritrasound. 
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The utility of the compounds of the present invention as medical agents in the 
treatment of hypertension and hyperiipidemia in mammals (e.g.. humans) suffering 
from a combination of hypertension and hyperiipidemia is demonstrated by the 
activity of the compounds of this Invention in conventional assays and the dinical 

5 protocol described below: 

Fffpc» nf Atorv a ^tetin and an AntihvDertenslve Adent . Alone and In 

<;^^ni h'"«tiftn on thft Treaiment of SubiedS Havlnq 
Rnth Hyperte nsion and Hvneriipidemia 
This Study is a double bfind. paraUel ann, randomized study to show the 
1 0 effectiveness of atorvastatin or a phamiaceutically acceptable salt thereof and an 
antihypertensive agent given in combination in controlling both hypertension and 
hyperiipidemia in subjects who have mild, moderate, or severe hypertension and 
hyperiipidemia. 

Each subject is evaluated for 10 to 20 weeks and preferably for 14 weeks. 
15 Suffident subjects are used in this screen to ensure that about 400 to 800 subjects 
are evaluated to complete the study. 

Fnhy criteria: Subjects are mate or female adults between 18 and 80 years of 
age having both hyperiipidemia and hypertension. The presence of hyperiipidemia is 
evidenced by evaluation of the low density lipoprotein (LDL) level of the subjed 
20 relative to certain positive risk factors. If the subjed has no coronary heart disease 
(CHD) and has less than two positive risk fadors. then the su^ed is consWered to 
have hyperiipWemla whteh requires drag therapy if the LDL of the subjed is greater 
than or equal to 190. If the subjed has no CHD and has two or more positive risk 
fadore, then the subjed is consMered to have hyperiipidemia which requires drug 
25 therapy ifthe LDL ofthe subjed is greaterthan or equal to 160. If the subjed has 
CHD, then the subjed is considered to have hyperiipWemia If the LDL of the subjed 
is greater than or equal to 130. 

Positive risk fadors indude (1) male over 45. (2) female over 55 wherein said 
female is not undergoing homnone replacement therapy (HRT). (3) family history of 
30 premature cardiovascular disease, (4) the subjed is a current smoker. (5) the subjed 
has diabetes, (6) an HDL of less than 45. and (7) the subjed has hypertension. An 
HDL of greater than 60 is considered a negative risk fader and will offset one of the 
above mentioned positive risk fadors. 
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The presence of hypertension is evidenced by a sitting diastolic blood 
pressure (BP) of greater than 90 or sitting systolic BP of greater than 140. All blood 
pressures are generally detemiined as the average of three measurements taken five 
minutes apart. 

Subjects are screened for compliance with the entry criteria set forth above. 
After an screening crtteria are met. subjects are washed out from their current 
anfihypertenslve and Upld lowering medication and are placed on the NCER ATP li 
Step 1 diet. The NCEP ATP li (adult treatment panel. 2nd revision) Step 1 diet sets 
forth the amount of saturated and unsaturated fat which can be consumed as a 
proportion of the total caloric intake. The temi "washed ouf where used in connection 
with this screen, means the withdrawal of cunent antihypertensive and fipid lowering 
medication so that substantiaHy all of saki medtaation is eliminated from the body of 
the subject. Newly diagnosed subjects generally remain untreated until the test 
begins. These subjects are also placed on the NCEP Step 1 diet After the four 
week wash out and diet stabilization period, subjects undergo the following baseline 
investigations: (1) blood pressure and (2) fasting lipid screen. The fasting lipid 
screen detemiines baseline lipid levels in the fasting state of a subject Generally, 
the subject abstains from food for twelve hours, at which time lipid levels are 
measured. 

After the t)aseline investigations are performed subjects are started on one of 
the foBowing: (1) a fixed dose of an antihypertensive agent dose dependent upon the 
particular antihypertensive agent chosen; (2) a fixed dose of atorvastatin, generally 
about 10 to 80mg; or (3) a combination of the above doses of atorvastatin and an 
antihypertensive agent together. It will be recognized by a skilled person that the free 
base torn or other satt fams of amkxlipine besytate or the free base fomi or other 
salt forms of the statin may be used in this invention. Calculation of the dosage 
amount for these other forms of the statinand amiodipine besylate is easily 
accomplished by perfomnmg a simple ratio relative to the molecular weights of tiie 
spedes involved. Subjects reman on these doses for a minimum of six weeks, and 
generally for no more than eight weeks. The subjects return to the testing center at 
the conclusion of tiie six to eight weeks so that the baseFine evaluations can be 
repeated. The blood pressure of the subject at the conclusion of the study is 
compared witti the Wood pressure of the subject upon entry. The lipid screen 
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measures the total cholesterol. LDL-diolesterol. HDL-cholesterol. triglycerides. apoB. 
VLDL (very low density Ipoprotein) arid other components of the lipid profile of the 
subject. Iinprovements in the values olrtained after treatment relative to pretreatment 
values Indicate the utiTity of the drug combination. 

The utility of the compounds of the present invention as medical 
agents in the management of cardiac risk in mammals (e.g., humans) at risk ibr an 
adverse cardiac event is demonstrated by the activity of tiie compounds of this 
invention in conventional assays and the cfinical protocol described betowif: 
pff ffl ^ of Aton ^^tatin and an Antihypertensive Aqgnt. Alone 
pnrf in nnmbin ation on Subiects at Risk 
of Future narrliovascu lar Events 
This Study is a double blind, parallel ann, randomized study to show the 
effectiveness of atowastatin or a pharmaceutically acceptable salt thereof and an 
antihypertensive agent given in combination in reducing the overall calculated risk of 
future events in subjects who are at risk for having future cardiovascular events. This 
risk is calculated by using tiie Framingham Risk Equation. A subject is considered to 
be at risk of having a future cardiovascular event if that subject is more ttian one 
standand deviation above the mean as calculated by ttie Framingham Risk Equation. 
The study is used to evaluate the efficacy of a fixed combination of aton/astatin or a 
pharmaceutically acceptable salt thereof and an antihypertensive agent in controlling 
cardfovascular risk by controUing botti hypertension and hyperiipidemia in patients 
who have botti miW to moderate hypertension and hyperiipidemia. 

Each subjectis evaluated for 10 to 20 weeks and preferably for 14 weeks. 
Sufficient sul)jecls are recruited to ensure that about 400 to 800 subjecte are 
evaluated to complete the study. 

Fntry criteria : Subjects Included in tiie study are male or female adult subjects 
between 18 and 80 years of age witii a baseHne five year risk which risk Is above the 
median for said sul)jecfs age and sex. as defined by ttie Framingham Heart Study, 
which Is an ongoing prospective study of adult men and women showing that certain 
risk factors can be used to predict ttie development of coronary heart disease. The 
age, sex, systolic and diastolic blood pressure, smoking habit, presence or absence 
of cartx)hydrate intolerance, presence or absence of left ventricular hypertrophy, 
semm cholesterol and high density lipoprotein (HDL) of more than one standarel 
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deviation above the norm for the Framingham Population are ail evaluated in 
determining whether a patient is at risk for adverse cardiac event. The values for the 
risk factors are inserted into the Framingham Risk equatfon and calculated to 
determine whether a subject is at risk for a future cardtovascular event 
5 Subjects are screened for compliance with the entry crfteria set forth above. 

After all screening criteria are met, patients are washed out from their current 
antihypertensive and lipkl lowering medication and any other medication which will 
impact the results of the screen. The patients are then placed on the NCEP ATP II 
Step 1 diet, as described above. Newly diagnosed subjects generally remain 
1 0 untreated until the test begins. These subjects are also placed on the NCEP ATP II 
Step 1 diet After the four week wash out and diet stabilization period, subjects 
undergo the following baseline investigations: (1) blood pressure; (2) fasting; (3) lipid 
screen; (4) glucose tolerance test; (5) ECG; and (6) cardiac ultrasound. These tests 
are earned out using standard procedures wefl known to persons skilled in the art. 
1 5 The ECG and the cardiac ultrasound are generally used to measure the presence or 
absence of left ventricular hypertrophy. 

After the baseline investigations are perfbnned patients win be started on one 
of the fbflowing: (1) a fixed dose of an antihypertensive agent dose dependent upon 
the particular antihypertensive agent chosen; (2) a fixed dose of atorvastatin (about 
20 1 0 to 80mg); or (3) the combination of the above doses of aton/astatln and an 
antihypertensive agent It will be recognized by a skilled person that the free base 
fomi or other salt fomis of amlodipine besylate or the finee base fonn or other salt 
fonns of the statin may be used in this invention. Calculation of the dosage amount 
for these other forms of the statinand amlodipine besylate is easily accomplished by 
25 performing a simple ratio relative to the molecular weights of the species involved. 
Patients are kept on these doses and are asked to return in six to eight weeks so that 
the baseline evaluations can be repeated. At this time the new values are entered 
into the Framingham Risk equation to detennine whether the subject has a lower, 
greater or no change in the risk of future cardiovascular event 
30 The above assays demonstrating the effectiveness of amodipine or 

pharmaceutteally acceptable add addition salts thereof and aton/astatin or 
pharmaceuttoally acceptable salts thereof in the treatment of angina pectoris, 
atherosclerosis, hypertension and hyperiipkJemia together, and the management of 
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cardiac risk, also provide a means whereby the activities of the compounds of this 
invention can be compared tjetween themselves and with tiie activities of other 
known compounds. The results of these comparisons are useful for detennining 
dosage levels in mammals, including humans, for the treatinent of such diseases. 
5 The following dosage amounts and ottier dosage amounts set forth elsewhere 

in tills specification and in the appendant claims are for an average human subject 
having a weight of about 65 kg to about 70 kg. The skilled practitioner will readily be 
able to detemilne ttie dosage amount required for a subject whose weight falls 
outside the 65 kg to 70 kg range, based upon tiie medical history of the subject and 
10 the presence of diseases, e.g.. diabetes, in ttie subject All doses set fbrtii herein, 
and in tiie appendant claims, are daily doses. 

In general, in accordance virith this invention, ttie below-listed antihypertensive 
agent is administered In the following dosage amounts: 

diltiazem. generally about 120 mg to about 480 mg; 
1 5 verapamil, generally about 20 mg to about 48 mg; 

fekxJipine, generally about 2.5 mg to about 40 mg; 

isradlplne. generally about 2.5 mg to about 40 mg; 

laddipine, generally about 1 mg to about 6 mg; 

nicardipine, generally about 32 mg to about 120 mg; 
20 niftedlpine. generally about 10 mg to about 120 mg; 

nimodipine. generally about 120 mg to about 480 mg; 

nisoldipine, generally about 5 mg to about 80 mg; 

nitrendipine, generally about 5 to about 20 mg; 

benazepril, generally about 10 mg to about 80 mg; 
25 captopril. generally about 50 mg to about 1 50 mg; 

enalaprii. generally about 5 mg to about 40 mg; 

fosinopril. generally about 10 mg to about 80 mg; 

lisinopril. generally about 10 mg to about 80 mg; 
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quinapril. generally about 10 mg to about 80 mg; 
losartan. generally about 25 mg to about 100 mg; 
valsartan, generally about 40 mg to about 640 mg; 
doxazosin, generally about 0.5 mg to about 16 mg; 
5 prazosin, generally about 1 mg to about 40 mg; 

trimazosin. generally about 1 mg to about 20 mg: and 
amiloride, generally about 5 mg to about 20 mg. 

It will be recognized by those skilled in the art that dosages for the above 
antihypertensive compounds must be individualized to each specific suljject This 
10 iindividuarization will depend upon the medical history of the subject and virtiether the 
suljject is concurrently taking other medications which may or may not interfere or 
have an adverse effect in combination with the above antihypertensives. 
Individualization is then achieved by beginning with a low dose of the compound and 
titrating the amount up untU the desired therapeutic effect is achieved. 
1 5 In general, in accordance v«th this invention, aton/astatin calcium is generally 

administered in a dosage of about 2.5 mg to about 160 mg. Preferably, atotvastatin 
calcium is administered in a dosage of about 10 mg to about 80 mg. 

The compounds of fhe present invention are generally administered in the 
form of a pharmaceutfcal compositfon comprising at least one of the compounds of 
20 this invention together vwfth a pharmaceutically acceptable carrier or diluent Thus, 
the compounds of this invention can be administered either indivkJually or together In 
any conventional oral, parenteral or transdermal dosage tovm. 

For oral administration a phamnaceutical composition can take flie fonn of 
solutions, suspensions, tablets, pills, capsules, powders, and the like. Tablets 
25 containing various excipients such as sodium citrate, calcium carbonate and calcium 
phosphate are employed along with various disintegrants such as starch and 
preferably potato or tapioca starch and certain complex silicates, togettier with 
binding agents such as polyvinylpyrrolidone, sucrose, gelatin and acacia. 
Additionally, lubricating agents such as magnesium stearate. sodium lauryl sulfate 
30 and talc are often very useful for taWetting purposes. Solid compositions of a similar 
type are also employed as fillers in soft and hard-filled gelatin capsules; prefen^d 
materials in ttiis connection also include lactose or milk sugar as well as high 
molecular vi«ight polyethylene glycols. When aqueous suspensions and/or elixirs are 
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desired for oral administration, the compounds of this invention can be combined with 
various sweetening agents, flavoring agents, coloring agents, emulsifying agents 
and/or suspending agents, as well as such diluents as water, ethanol. propylene 
glycol, glycerin and various like combinations thereof. 
5 The combination of this invention may also be adminstered in a coritrolled- 

release dosage fbrmulatlon such as a slow release or a fast release fomnulation. 
Such controlled release dosage formulations of the combination of this invention may 
be prepared according to methods virell known to those skilled in the art The method 
of administration will be determined by the attendant physteian after an evaluation of 
10 the subject's condition and requirements. 

For purposes of parenteral administration, solutions in sesame or peanut oil 
or in aqueous propylene glycol can be employed, as well as sterile aqueous solutions 
of the con-esponding water-soluble salts. Such aqueous solutions may be suitably 
buffered, if necessary, and the liquid diluent first rendered isotonic with sufficient 
15 saline or glucose. These aqueous solutions are especially suitable for intravenous, 
intramuscular, subcutaneous and intraperitoneal injection purposes. In this 
connection, the sterile aqueous media employed are all readily obtainable by 
standanJ techraques well-known to those skilled in the art. 

Methods of preparing various phannaceutical compositions with a certain 
20 amount of active ingredient are known, or will be apparent in light of this disclosure, to 
those skilled in this art For examples, see Remington's Ph9rmacemic9l Sciences . 
Mack Publishing Company, Easter. Pa., 15th Editfon (1975). 

Pharmaceutical compositions according to the invention may contain 0.1%- 
95% of the compound(s) of this invention, preferably 1%-70%. In any event, the 
25 composition or fbmiulation to be administered will contain a quantity of a 
compound(s) according to the invention in an amount efliective to treat the condition 
or disease of the subject being treated. 

Since the present invention relates to the treatment of diseases and 
conditions with a combinatfon of aclive ingredients which may be administered 
30 separately,* the invention also relates to combining separate phanmaceutlcal 
compositions in kit fonn. The kit includes two separate phannaceutical compositions: 
an antihypertensive agent or a pharmaceutically acceptable salt thereof, wherein said 
antihypertensive agent is not amiodipine or a phamnaceutically acceptable acid 
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addition salt thereof and atoivastatin or a pharmaceirtically acceptable salt thereof. 
The Wt includes container means for containing the separate compositions such as a 
divided bottle or a divided foil padceL however, the separate compositions may also 
be contained within a single, undivided container. Typically the kit includes directions 
for the administration of the separate components. The kit fbnn is particularly 
advantageous when the separate components are preferably administered in 
different dosage fonns (e.g., oral and parenteraO, are administered at different 
dosage intervals, or when titration of the indivklual components of the combination is 
desired by the prescribing physician. 

It should be understood that the invention is not limited to the particular 
embodiments described herein, but that various changes and modifications may be 
made without departing from the spirit and scope of this novel concept as defined by 
the following claims. 
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PRQPUCT CLAIMS 

1 . A pharmaceutical composition comprising: 

5 a. an amount of atorvastatin or a phannaceutically acceptable salt 

thereof; 

b. an amount of an antihypertensive agent or a phamnaoeuticaily 
acceptaUe salt thereof; and 

c. a phannaceutically acceptable carrier or diluent; 

1 0 provided that said antihypertensive agent is not amiodipine or a pharmaceutically 
acceptable add addition saK thereof. 

2. A phamnaceutical composition of daim 1 wherein said 
antihypertensive agent is a caldum channel blocker, an ACE inhibitor, an A-ll 
antagonist, a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 

15 receptor blocker 

3. A pharmaceutical composition of daim 2 comprising the hemicaldum 
salt of atorvastatin. 

4. A phannaceutical composition of daim 3 wherein said 
antihypertensive agent is a caldum channel blocker, sakl caldum channel blocker 

20 being verapamil, diKiazem, mtbefifadil, isradipine, laddipine, nicardipine, nifedipine, 
nimodipine, nisoldipine, nitrendipine or felodipine or a phannaceutically acceptable 
salt of said caldum channel blocker. 

5. A phamnaceutical composition of daim 4 wherein said caldum 
channel blocker is felodipine, nifedipine or a pharmaceutically acceptable salt thereof. 

25 6. A pharmaceutical composition of daim 3 wherein said 

antihypertensive agent is an A-ll antagonist, said A-il antagonist being losartan, 
irbesartan or valsartan or a pharmaceutically acceptable salt of said A-li antegonist 

7. A phannaceutical composition of daim 3 wherein said 
antihypertensive agent is a diuretic, said diuretic being amiloride, bendroflumettiiazide 

30 or a pharmaceutically acceptable salt tiiereof. 

8. A pharmaceutical composition of daim 3 wherein said 
antihypertensive agent is a beta-adrenergic receptor blocker, said beta-adrenergic 
receptor blocker being carvedilol or a pharmaceutically acceptable s^ thereof. 
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9. A pharmaceutical composition of claim 3 wherein said 
antihypertensive agent Is an ACE inhibitor, said ACE inhibitor being benazepril, 
capopril, enalapril, fosinopril, lisinopril, perindopril. quinapril, trandolapril or a 
pharmaceuticaliy acceptalbe salt thereof. 
5 1 0. A phamnaceutical composition of daim 3 wherein said 

antihypertensive agent is an alpha-adrenergic receptor blocker, said alpha-adrenergic 
receptor blocker being doxazosin, prazosin, trimazosin or a pharmaceuticaliy 
acceptable salt thereof. 

11. A first pharmaceutical composition for use with a second 
10 pharmaceutical composition for achieving a therapeutic effect in a mammal in need 

thereof, which effect is greater tiian the sum of the ttnerapeutic effect achieved by 
administering said first and second phamiaceuticai compositions separately and 
which second phamiaceutical composition comprises an amount of aton^astatin or a 
pharmaceuticaliy acceptable salt thereof and a pharmaceuticaliy acceptable canier or 
15 diluent, said first pharmaceutical composition comprising an amount of an 
antiphypertensive agent or a pharmaceuticaliy acceptable salt thereof and a 
phamiaceuticaily acceptable carrier or diluent; provided ttiat said antihypertensive 
agent is not amiodipine or a pharmaceuticaliy acceptable add addition salt thereof. 

12. A pharmaceutical composition of daim 1 1 wherein said 

20 antihypertensive agent is a caidum channel blocker, an ACE inhibitor, an A-ll 
antagonist, a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 
receptor blocker. 

13. A pharmaceutical composition of daim 1 2 wherein said second 
phanmaceutical composition comprises the hemicaldum salt of atorvastatin. 

25 14. A pharmaceutical composition of daim 1 3 wherein said 

antihypertensive agent is a caidum channel blocker, said caidum channel blocker 
being verapamil, diltiazem, mibefradil, isradipine, laddipine, nicardipine, nifedipine, 
nimoldipine, nisoldipine. nitrendipine orfelodipine. 

15. A phamiaceutical composition of daim 14 wherein said caidum 

30 channel blocker is felodipine or nifedipine. 
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16. A pharmaceutical composition of claim 1 3 \A^erein said 
antihypertensive agent is an A*il antagonist, said A-ll antagonist being losartan, 
irt)esartan or valsartan. 

17. A pharmaceutical composition of claim 1 3 wherein said 
5 antihypertensive agent is a diuretic, said diuretic being amiloride or 

bendroflumethiazide. 

18. A phamnaceutical composition of claim 1 3 wherein said 
antihypertensive agent is a beta-adrenergic receptor blocker, said beta-adrenergic 
receptor blocker being carvedilol. 

10 19. A pharmaceutical composition of claim 13 wherein said 

antihypertensive agent is an ACE inhibitor, said ACE inhibitor being benazepril, 
captopril, enalapril, fosinopril, lisinoprii, perindopril. quinapril or trandolapril. 

20. A pharmaceutical composition of claim 13 wherein said 
antihypertensive agent is an alpha-adrenergic receptor blocker, said alpha blocker 

1 5 being doxazosin, prazosin or trimazosin. 

21. A first pharmaceutical composition for use with a second 
pharmaceutical composition for achieving a therapeutic effect in a mammal in need 
thereof, which effect is greater than the sum of the therapeutic effect achieved by 
administering said first and second pharmaceutical compositions separately and 

20 which second pharmaceutical composition comprises an amount of an 
antihypertensive agent or a pharmaceuticaily acceptable salt thereof and a 
phamnaceutically acceptable canier or diluent, said first phamnaceutical composition 
comprising an amount of atorvastatin agent or a pharmaceutteally acceptable salt 
thereof and a pharmaceuticaily acceptable carrier or diluent; provkled ttiat said 

25 antihypertensive agent is not amiodipine or a pharmaceuticaily acceptable add 
addition salt thereof. 

22. A pharmaceutical composition of claim 21 wherein said 
antihypertensive agent is a caldum channel blocker, an ACE inhibitor, an A-ll 
antagonist a diurefic, a beta-adrenergic receptor blocker or an alpha-adrenergic 

30 receptor blopker. 

23. A pharmaceutical composition of daim 22 comprising the hemicaldum 
salt of atorvastatin. 
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24. A pharmaceutical composition of daim 23 wherein said 
antihypertensive agent is a caidum channel k)loclcer, said caldum channel blocker 
t)eing verapamil, diltiazem, mit)efradil, isradipine, laddipine, nicanjipine, nifedipine, 
ntmodtpine, ntsoidipine, nitrendipine orfielodiFMne. 
5 25. A f^annaceuticai composition of daim 24 wherein said caldum 

channel blocker is felodiptne or nifedipine. 

26. A phamiaceuticai composition of daim 23 wherein said 
antihypertensive agent is an A*ll antagonist, said A-ll antagonist being losartan 
irbesartan or valsartan. 
10 27. A pharmaceutical composition of daim 23 wherein said 

antihypertensive agent is a diuretic, said diuretic being amiloride or 
bendroflumethiazide. 

28. A pharmaceutical composition of daim 23 wherein said 
antihypertensive agent is a beta-adrenergic receptor blocker, said beta-adrenergic 

1 5 receptor blocker being carvedilol. 

29. A pharmaceutical composition of daim 23 wherein said 
antihypertensive agent is an ACE inhibitor, said ACE inhibitor being benazepnl, 
captoprii, enalapril, fosinopril, lisinopril, perindopril, quinapril ortrandolapril. 

30. A phamiaceuticai composition of daim 23 wherein said 

20 antihypertensive agent is an alpha-adrenergic receptor blocker, said alpha blocker 
b^g doxazosin, prazosin or trimazosin. 

31 . A pharmaceutical composition of daim 1 1 wherein said therapeutic 
effect is antianginal; antiatherosderotic: antihypertensive and hypolipidemic; or is 
efiecSve for cardiac risk management 

25 32. A phamiaceuticai composition of daim 1 3 wherein said therapeutic 

effect Is antianginal; antiatherosderotic; antihypertensive and hypolipidemic; or is 
effective for cardiac risk management. 

33. A pharmaceutical composition of daim 21 wherein said therapeutic 
effed is antianginal; antiatherosderotic; antihypertensive and hypolipidemic; or is 

30 effedive for cardiac risk management. 
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34. A pharmaceutical connposition of claim 23 wherein said therapeutic 
effect is antianginal; antiatherosderotic; antihypertensive and hypolipidemic; or is 
effective for cardiac risk management 

35. A first phanmaceutica! composition for use with a second 
5 phamiaceutical composition for achieving a therapeutic effect in a mammal in need 

thereof, which effect is greater than the therapeutic effect achieved by administering 
said first or second pharmaceutical compositions separately and which second 
pharmaceutical composition comprises an amount of atorvastatin or a 
phamnaceutically acceptable salt thereof and a phanmaceutically acceptable carrier or 
10 diluent, said first pharmaceutical composifion comprising an amount of an 
antihypertensive agent or a pharmaceutically acceptable salt thereof and a 
pharmaceutically acceptable carrier or diluent, provided that said antihypertensive 
agent is not amlodi|:»ne or a pharmaceutically acceptable add addition salt thereof. 

36. A phanmaceutical composition of daim 35 wherein said 

15 antihypertensive agent is a caldum channel blocker, an ACE inhibitor, an A-ll 
antagonist, a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 
receptor blocker. 

37. A phamiaceutical composition of claim 36 wherein said second 
pharmaceutical composition comprises the hemicaldum salt of aton/astatin. 

20 38. A pharmaceutical composition of daim 35 wherein said therapeutic 

effect is antianginal; antiatherosderotic; antihypertensive and hypolipidemic; or is 
effective for cardiac risk management 

39. A pharmaceutical composition of dsum 37 wherein sakl therapeutic 
effect is antianginal; antiatherosderotic; antihypertensive and hypolipkiemic; or is 

25 effective for cardiac risk management. 

40. A first pharmaceutical composition for use with a second 
pharmaceutical composition for achieving a therapeutic effect in a mammal in need 
thereof, which effect is greater than the therapeutic effed achieved by administering 
said first or second f^rmaceutical compositions separately and which second 

30 phamnaceutical composition comprises an amount of an antihypertensive agent or a 
pharmaceutically acceptable salt thereof and a phanmaceutically acceptable canier or 
diluent, said first pharmaceutical composition comprising an amount of atorvastatin or 
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a pharmaceutically acceptable salt thereof and a pharmaceutically acceptable carrier 
or diluent, provided that said antihypertensive agent is not amiodipine or a 
pharmaceutically acceptable add addition salt thereof. 

41 . A pharmaceutical composition of daim 40 wherein said 

5 antihypertensive agent is a caldum channel blocker, an ACE inhibitor, an A-ll 
antagonist, a diuretic, a beta-adrenergic receptor blocker or an alpha-adrenergic 
receptor blocker. 

42. A phannaceuticai composition of daim 41 comprising the hemicaldum 
sattof aton^astatin. 

10 43. A phannaceuticai composition of daim 40 wherein said tiierapeutic 

effed is antianginal: antiattierosderotic; antihypertensive and hypolipidemic: or is 
effective for cardiac risk management. 

44. A pharmaceutical composition of daim 42 wherein said therapeutic 
effect is antianginal; antiattierosderotic; antihypertensive and hypolipidemic: or is 

1 5 effective for cardiac risk management. 

45. A kit for achieving a therapeutic effect in a mammal comprising: 

a. an amount of atorvastatin or a pharmaceutically acceptable 
salt thereof and a pharmaceutically acceptable canier or diluent in a first unit dosage 
form: 

20 b. an amount of an antihypertensive agent or a pharmaceutically 

acceptable salt thereof and a pharmaceutically acceptable canier or diluent in a 
second unit dosage fomi: and 

c. container means for containing said first and second dosage 
forms, provkled tiiat said antihypertensive agent is not amiodipine or a 

25 pharmaceutically acceptable add addition salt tiiereof . 

46. A kit of daim 45 comprising ttie hemicaldum salt of aton^astatin. 

47. A method for treating a mammal in need of therapeutic treatment 
comprising administering to said mammal 

(a) an amount of a first compound, said first compound being 
30 atorvastatir^ or a phamnaceutically acceptable salt tiiereof: and 

(b) an amount of a second compound, said second compound being 
an antihypertensive agent or a pharmaceutically acceptable salt ttiereoft 
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wherein said first compound and said second compound are each optionally and 
independently administered together with a pharmaceutically acceptable carrier or 
dfluent. provided that said antihypertensive agent is not amiodiplne or a 
pharmaceutically acceptable add addition salt thereof. 

48. A method of daim 47 comprising the hemicalcium salt of atowastatin. 

49. A method of daim 47 wherein said therapeutic treatment comprises 
antihypertensive and anlihyperiipidemic treatment. 

50. A method of daim 47 wherein said therapeutic treatment comprises 

antianginal treatment. 

51. A method of daim 47 wherein said therapeutic treatment comprises 

cardiac risk management. 

52. A method of daim 47 wherein said therapeutic treatment comprises 

the treatment of atherosderosis. 
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